In this issue, we, the editors of Neuron, are publishing a Matters Arising in connection to the paper listed above, which Neuron published in June by Wang, Vilariñ o-G€ uell, and colleagues. In the original report, Wang et al. (2016a) reported that a missense variant of NR1H3 p.Arg415Gln (rs61731956) is associated with multiple sclerosis (MS) in patients from two unrelated families where several members are affected with the disease. The two Matters Arising articles, one from Chris Cotsapas, on behalf of the International Multiple Sclerosis Genetics Consortium, and a second from Eric Minikel and Daniel MacArthur from the Broad Institute, argue against these conclusions. They suggest that the statistical estimates in the Wang study are weak and report that the proposed pathogenic allele is found in several unaffected individuals in large datasets of cases and controls that their groups have acquired.
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We would like to take an opportunity here to provide a general overview of the process by which we consider refutations of papers published in Neuron and to comment specifically on the rationale for publication of a Matters Arising in this case. Neuron offers a number of opportunities for readers to comment on papers published in Neuron. First, readers can comment on any paper by submitting an online comment on cell.com. We also consider formal refutations of work published in the journal in the format of Matters Arising. The Matters Arising format is specifically intended for articles that call into question the validity of the conclusions of a published paper in the journal, usually with new data or analyses. After editorial review of the case, authors of the paper that is being challenged are given a chance to provide a written Response to the Matters Arising and both the critique and the authors' response are peer reviewed. Depending on reviewers' feedback and our editorial evaluation, there are a range of potential outcomes, including publication of the critique and response; correction of the original paper; or retraction of the paper. In the case of publication of a Matters Arising, all authors are generally given the opportunity to revise based on the reviewers' feedback.
The Matters Arising critiques from The International Multiple Sclerosis Genetics Consortium (2016) and Minikel and MacArthur (2016) , and the Matters Arising Response by Wang et al. (2016b) were reviewed by five external reviewers, including the three original expert reviewers of the paper and two new reviewers. First, the reviewers noted that in the original publication, Wang et al. (2016a) presented their data in a clear and forthright manner, providing the necessary positive and negative information to allow the reader to evaluate their findings, and they agreed that the authors were, for the most part, circumspect in how they presented their data. There is no evidence that the authors acted unethically or were misleading in their presentation. Nevertheless, the reviewers also agreed that the genetic evidence presented is only suggestive but not conclusive and agreed that there is room to question the interpretations of the data, specifically, that NR1H3 p.Arg415Gln contributes to MS. The reviewers further noted that while the data presented by The International Multiple Sclerosis Genetics Consortium (2016) and Minikel and MacArthur (2016) provide a challenge of the conclusions, an association of this variant with MS cannot at this time be formally excluded. They recommended that confirming or disproving this association more definitively will require additional samples and replication.
Based on reviewers' feedback on the issues raised by The International Multiple Sclerosis Genetics Consortium (2016) and Minikel and MacArthur (2016) challenging the Wang et al. (2016a) paper, we have made the editorial decision to publish the Matters Arising and Response openly. While we agree that definitive determination of whether this variant contributes to MS will ultimately require independent replication data and additional biological validation, we do not feel that a formal Retraction of the Wang et al. paper is warranted at this time. In response to a separate comment posted in our website (http://www.cell.com/neuron/comments/ S0896-6273(16)30126-X) that called into question some of the statistical tests implemented, we requested a Correction of the tests performed. A Correction Statement has been issued (Wang et al., 2016c) and the Correction to the manuscript has been made online.
Finally, we would like to comment on the public commentary this paper has received since publication. We are aware that the Wang et al. (2016a) study has received criticisms in social media and in PubMed Commons, in addition to the comment posted on the Online Comments section of the journal website (http://www.cell.com/neuron/comments/S0896-6273(16)30126-X). We welcome a constructive debate of our published papers, as the exchange of ideas is the fuel of science. We feel that the Matters Arising format, by providing a robust, peer-reviewed evaluation of the arguments raised, stands as an important complement to other forms of commentary. We hope that by providing a curated platform for communicating these peer-reviewed critiques and response in the journal we are contributing to an open and constructive scientific discourse. It is our belief that the community will benefit from witnessing this scientific exchange and that the process of science examining itself will naturally lead to progress.
